A new and efficient method for the synthesis of 1-(2,6-dichloro-4-trifluoromethylphenyl)-4-alkyl-1H-[1,2,3]-triazoles by the room temperature 1,3-dipolar cycloaddition of (2-azido-1,3-dichloro-5-trifluoromethyl)benzene with terminal alkynes in the presence of Cu (I) salt as catalyst is reported. All the reactions gave 1,4-disubstituted products with high regioselectivity, as no 1,5-disubstituted product was formed. The structures of all the title compounds have been confirmed by elemental analysis, 1 H-and 13 C-NMR and in addition, the structure of compound 5a was investigated by X-ray crystallography.
Introduction
-Triazoles have found wide use in pharmaceuticals, agrochemicals, dyes, photographic materials and corrosion inhibition, etc. [1] . For example, there are numerous examples in the literature of the biological activity of triazole compounds, including anti-HIV activity [2] , antimicrobial activity against Gram positive bacteria [3] and selective β 3 adrenergic receptor agonism [4] . Several methods have been described for the synthesis of [1, 2, 3] -triazoles. Among them, the most important and useful one is the 1,3-dipolar cycloaddition of azides with alkynes [5] . However, this reaction suffers from some drawbacks, usually needs elevated temperature and also forms a mixture of 1,4 and 1,5 regioisomers when unsymmetrical alkynes are used.
It has been known for some time that fluorine atom can lead to unexpected biological activity results arising due to the special properties of the fluorine atom, such as the highest electonegativity of fluorine and high carbon-fluorine bond energy [6] . As a consequence, trifluoromethyl-containing molecules have seen considerable utilization in pharmaceutical and agrochemical industry [6] [7] [8] . For example, heterocyclic compounds containing the (2,6-dichloro-4-trifluoromethyl)phenyl group are important intermediates in synthesis of biologically active compounds used as medicines and agrochemicals [9] [10] [11] . We desired to develop a new and convenient method for synthesizing (2,6-dichloro-4-trifluoromethyl)phenyltriazoles with good biological activity [10] [11] . Herein, we present a method for the synthesis of (2-azido-1,3-dichloro-5-trifluoromethyl)benzenes 3 and their regiospecific reaction with terminal alkynes in the presence of Cu(I) salt as catalyst, and further studies on the reaction of other fluorine-containing azides with terminal alkynes.
Results and Discussion

Synthesis of the azides
Azides 3 were synthesized from the appropriate fluorine-containing phenylamine (Scheme 1) [3] . Phenylamine was diazotizated with sodium nitrite, and then the azide derivatives were prepared in more than 90 % yields by the reaction of the diazotizated solution with sodium azide using NaOAc as a stabilizer. The results are summarized in Table 1 . Synthesis of [1, 2, 3] 
-Triazoles
Several different methods have been described for the synthesis of [1, 2, 3] -triazoles, including the intramolecular cyclization of bishydrazones or mixed hydrazones, miscellaneous oxidations, as well as the 1,3-dipolar cycloaddition of azides to alkynes [1, 12, 13] . The cycloaddition between azides and alkynes is typically carried out in refluxing toluene, but labile molecules may not survive these conditions. Nevertheless, by using sodium [14] , lithium or magnesium [15] salts of the alkyne, lower temperatures can be employed, although often with limited or little success. In a word, these methods are typically difficult to perform, need elevated temperature or, in the case of unsymmetrical alkynes, lead to a mixture of 1,4-and 1,5-regioisomers. Recently, studies on 1,4-versus 1,5-regioselectivity were reported. Sharpless [16] used a Cu(I) salt as a catalyst to promote the reaction of azide with terminal alkynes to give 1,4-substituted products with high regioselectivity. However, Chen has reported that when they used similar conditions as described by Sharpless, after stirring for 20 h at room temperature, the isolated yield of fluoroalkylated [1, 2, 3] -triazoles in their reactions was very poor [15] . Meldal [17] also regioselectively synthesized 1,4-substituted [1, 2, 3] -triazoles by 1,3-dipolar reaction of azides with polymer-supported terminal alkynes. The resin-bound copper acetylide was reacted with primary, secondary, and tertiary alkyl azides, aryl azides, and an azido sugar at 25 °C, affording diversely 1,4-substituted 1H- [1, 2, 3] -triazoles with quantitative conversions and purities ranging from 75 % to 99 %. The mechanism of that reaction may be suitable for other types of reactions, so we used similar conditions as described by Meldal (Scheme 2), and produced a series of 1-(2,6-dichloro-4-trifluoromethylphenyl)-4-alkyl-1H-[1,2,3]-triazoles in good yields. No 1,5-disubstituted product was found in these reactions. With another two fluorine-containing azides in hand, we started the study on the 1,3-dipolar cycloaddition reaction of other two fluorine-containing azides with 1-ethynylbenzene and hex-1-yne. We also observed that all the reactions were highly regioselective towards 1,4-disubstitution, and no 1,5-disubstituted products were seen. The results are summarized in Table 2 .
As proposed by Sharpless [16] , the following reaction mechanism is suggested: Cu(I) first is inserted into the terminal alkyne, forming copper(I) acetylide I, then compound I reacts with azide to form the final product (Scheme 3). Because of the existence of copper(I) acetylide I, the reaction was regiospecific in that only a 1,4-disubstituted 1,2,3-triazole was formed. 
X ray diffraction
To verify the structural assignment compound 5a was selected as an example for an X-ray diffraction study. The purified product 5a was dissolved in 50 % ethanol/acetone (1:1 v/v) and kept at room temperature for 5 days until single crystals of 5a had formed. The structure of 5a assigned on the basis of its X-ray crystal structure ( Figure 1 and Table 3 ) [18] .
Conclusions
In summary, we have successfully developed a general method for the synthesis of a series of 1-(2,6-dichloro-4-trifluoromethylphenyl)-4-alkyl-1H-[1,2,3]-triazoles by the room temperature 1,3-dipolar cycloaddition of (2-azide-1,3-dichloro-5-trifluoromethyl)benzene and other two fluorinecontaining azides with terminal alkynes in the presence of Cu (I) salt as catalyst for a short reaction time. All the reactions were performed in highly regioselective with only 1,4-disubstituted and no 1,5-disubstituted product being formed. Table 3 Crystal data and summary of data collection and structure refinement.
Experimental
General
All melting points were determined on an XT-4A apparatus and are uncorrected. TLC was performed using precoated silica gel GF 254 (0.25mm), column chromatography was performed using silica gel (200-300 mesh). The 1 H-and 13 C-NMR spectra were measured at 25 o C at 300 and 75 MHz, respectively, on a Bruker Advance 300 spectrometer, using TMS as internal standard. J-values are given in Hz. The IR spectra were taken on a Bruker Vector 55 spectrometer. Elemental analyses were carried out with an EA 1112 elemental analyzer. All the reagents used were AR grade.
General procedure for the preparation of fluorine-containing azides 3
Phenylamine (7.5 mmol) was dissolved in concentrated HCl (10 mL) and water (10 mL) and then cooled to 0 °C, sodium nitrite (0.62 g, 9.0 mmol) was added and the yellow solution was stirred at 0 °C 
General procedure for the preparation of 1-(2,6-dichloro-4-trifluoromethylphenyl)-4-alkyl-1H-[1,2,3]-triazoles 5
The terminal alkyne (1 mmol) was added to a stirred solution of DIPEA (25 mmol), CuI (1 mmol), and R-N 3 (1 mmol) and reacted for 16 h at 25 °C. Then, the volatile substances were removed under reduced pressure. The residue was subjected to a chromatography on a column of silica gel, eluting with petroleum ether and ethyl acetate, solution was removed under reduced pressure, giving compounds 5a-n as solids. 
1-((2,6-Dichloro-4-trifluoromethyl) phenyl)-4-phenyl-1H-[1,2,3]-triazole (5a
4-Butyl-1-((2,6-dichloro-4-trifluoromethyl) phenyl)-1H-[1,2,3]-triazole (5b
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4-(1-Cyclohexenyl)-1-((2,6-dichloro-4-trifluoromethyl) phenyl)-1H-[1,2,3]-triazole (5f
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